Q9H0H5; residues 349-539) and Zebrafish (Danio Rerio; accession number Q9H0H5; residues 349-539) were aligned. The location of p85α BH mutations that decreased PTEN binding experimentally and that both docking models position to form direct contacts with PTEN are shown in purple. The docking model also identified several new p85α BH domain residues that are predicted to form direct contacts with PTEN, but were not tested for their impacts on PTEN binding (sky-blue if predicted to be important from the both human and bovine p85α BH docking models with PTEN; cyan if only predicted to be important in one of the docking models). Red and orange residues mark the Rab5 binding site. The five residues involved in binding the two sulfate molecules are marked with an asterisk ( * ). 37, 3.7, 0.37 nM. PIP strips probed with no protein were used for control. Bound protein was detected using an anti-p85α-BH primary antibody, with an infrared secondary antibody and visualized using a LICOR Odyssey infrared scanner.
. (A-B) Close-up of the direct contacts between the bovine p85α BH domain (green; PDB ID# 6D81) and the PTEN (yellow; PDB ID# 1D5R) C2 domain (A) or PASE domain (B; p85α residues F122 -V127 are hidden). PTEN active site residues (salmon) are modeled with bound inositol 1, 3, 4, 3, 4, 5P 4 ; . PTEN residues involved in making direct contacts with the p85α BH domain are shown in orange. The bovine p85α BH domain residues involved in direct contacts with PTEN that were also experimentally tested and determined to be important for PTEN binding are shown in purple, with additional contact residues identified by the docking model shown in sky blue. Bond distances are shown in Å. (mc) = main chain.
Supplementary Figure 5: Sequence alignment of PTEN from different vertebrates.
PTEN sequences from Human (accession number P60484), Mouse (accession number O08586), Frog (African clawed frog: Xenopus Laevis; accession number Q9PUT6) and Reptile (Carolina anole: Anolis Carolinensis; accession number H9GLY0) were aligned. The location of PTEN residues involved in direct side-chain binding contacts with the p85α BH domain within both docking models are shown in orange. PTEN residues predicted to be important in only one of the docking models are shown in pink. Red boxes indicate catalytic loops with key catalytic PTEN residues shown in red. The PTEN residues that showed decreased binding to full-length p85α when mutated are indicated in brown.
Supplementary Table 1: Comparison of the predicted direct binding interactions between the docking models for the human p85α BH domain and PTEN, and the bovine p85α BH domain and PTEN, as determined using ClusPro docking software to model these complexes
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PTEN Bovine p85α PTEN PTEN domain 
